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***** nEfTTHflWOCD JjI^PCli^oM 

(57) H3o6per^rffl(r oTHOCMTca 'V\ : xio^iii^^*!l 
MaueBTHMccKoil : npcMHiiweHifocTH, . lUsjoipifr]^ 
on*, .. ,npc^Ha3Ha«ieiiHaii :: ^':-[^;%m'' s W 

npaiOHmpoaaHHoro KOHrpcuinpycMoro *aenp~ 
hm» nenrmHoro .locapcTBCHHoro BcmecxBa 
<l»PMy^u (i) Ac-D-Nal-D-pClPhc-R 3 - Ser * 
Tyr -D -Cit-Leu-ArjrPro-D-ALa- NH 2 , 8 ko- 
Topoft R osHanaer D-Pal ami D-Trp; 
KoMno3HUHio ncwyvaiOT b Bime MMKpoc4>cp 
H3 iiaiiiMcpnoro MaTepMa^a, nowaiomcroca 
6HunorH«*ccKOMy paxKoacewno, BMemaiomnx 
HcpacTnopHMyio b Bone avu, yicaaaHHoro 
ncflTiua 4>opMyviu <1>. 2 3 .n. ^ww, 1 xafin. 
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frl3o6,'h.TCHHc cmiocHn'fl x KOMnainuntf ara 
KptMoitmpaBatoicro m KOhTpoaHpycwtnt) bhcbo- 
6u*ichm9 nennumom acxapcTReHHoro Ecme- 

CTBJ (}X)pM V A W ( 1 > : ' ■ • ; ; . - 

Ac-; )- Mai- D- pCIPh-R 3 -StT-Tyr-D-Cit-Lcb-Afg- f 

Pro-D-AIa NH2, ; : 

b KoiopoH K 3 cxiuaMacr D-Pal turn D-Trp. V 
T aKMc p-njiiTitibi aansioTca aiiajionum I 
H!*H m npc^nom MTdihHo Muryr npHMCKjrrbca 
xv,i ropancBTHuccKoro ticmchhsi ropMOwajifcHO 
oaHitca.Mbix HapyjiiCHHM. B ctx>pMy/ic (1)? lib* 
k pari huh Mepe cam hct apyinx yKaaaHuft, 

JMMHOKMClOTbl o6o3HaMeHH yCTOBHO H ItMCKTT 

oii({)i«ryp'mMK) \*\ !> Nal 03Ha*iaCT D-3-(2- 
h iii)TiM>~a.-:atfHH 11 D-Pal o3iia*iaeT D-3-f3-iut- 

Pm;ii:.i>-xi2hiih. 

Ko\*ll03MUHIO COIflJCHO H506pCTCHHK) IKM- 

ynaior b anac MMKpoc4>ep it3 noijiawmeroca 
SnaionfMccKOMy paxiomemiio naiHMepHoro 
MaTt pMana, 3aKawMawwcro b ce6e ' mpamqfcp 
pi • m * - k> b Bane cau> nenTHaa (twpMy.iw \ ( 1 ) [ ] r 
1 *:K.!fl KOMno3MUK«, avicp^.imaa no Meiruuefi v 
Mcpt: 5 Mai\% HopaciiiopMMoft cojih or Maccu 
fctopaaaarnwiucruttf naiHMepHoro Marcpitajia, 
Mo*cr BuaoiHTh ncnmi tJxipMyau (1), 
KuHTfxvmpyeMWii o6pnauoM h tcicmhc He- 
CKiVibKit- iyTOK, nocic cc aa peHTepaai-Horo 
rKer.c.iHw MuioscKy (um xHBcriioMy. 

5aaB.iv*HHyio kOMnoiuumo naiywaioT nyrcM 
npcHpaiuCHHM Boaop.10 bo oh mom cuiiM ucnrKaa 
ijxipwaw (!) b coai ncm-itau. h c pacrh • ) pttM y 10 

B MOaC. .WTCV lOTOliaT C>CIH'Hil1IO 3TOH COAH 

h pacrnopj 6nopa3.iaraK)UJCfocj uo.ifiMcpHoro 
NU TL.pna.in. rr : c>encH3Hir npeBpaiijaiOT a 
;:mv.ii»ch*o Tuna MW.no b noau h, haxoHeu, 
Hiuc.isiKrr Mmcpoc<t>cpw H3 OMOpaxiaiawincroca 
na-uiMcpa ruxav ncptHOca jmv.iu;hh "Macao b 
BOac" h M30hITt K Boa;to« cpoiiu. 

K HjcroHiucMy spuMCMH 6btTH npeaaoJiceKU 
paxiiwifMc TtxHHMCCKitc pctucHMB ja» noayic- 
mi* KOMno3iu!iiH c npoaoHmpoHaHHbiM koht- 

painpvCMhlM hMCBo6oxa?lIHCM .icKapcTBCHHoro 

HCJiLvrHa. c rpwMCHCHHCM HMnaaHTMpy^ihix 
o 1 1 opa .ua ra 10 ai* 1 xc « aa cm c ht 3 b . mmk poKa nc y.i 
iiopncTMX 6nopa3a;:raiomnxcw MaTpHu b 
hu;ic MHKpvVii>cp m.ih Mn<poMacrnu paiHhrx 

pa.iMcpon. 

• ( { aarcmt OPI f)L 4023134 oi»>«can cnocoG 
tuvi \ 'iviHti h (|3apMaiicHTH*icoora itpcnapaTa c 
MpiVUMil Hp;>Ba !llldM m KoinncmpycMMM hhcko- 
vH).t .;i*iitic\; :iKTiiHHoro !avii.cii :iiTa b cjwpwc 
MrtKEv>'kiL KH. coacp^cauiiix b KauccTBc a K T H R - 
Him* K.«Mi!on.Hr;i ujiMoar. T.tiiMai. criap.'iT m.th 
df i'?npo;inoro ii ui i mm cthmci KOm 
'i 'ii a 1. k;imocihc ruianMcpa - lduo.tmmcp 

Mil. :%>»i)filtl M lailKO.ICKOil KlU'.lllTlt.. flpH DTOM 

KiViU'. fc \ i H^Mnuii avraB npcnapara hc oroBa- 
p 1 1 ; 1 .* n 1 . B 1 ".K-yoc ra. if ! 1 • ; f 1 i 1 h t * <T> P f 




DE 4023134 :tto^epacTBopii»aff ccw?b neirraiaa 
m fnic^jr«qecKJH paanara»ainilca nonniep ^5 : 
pa3MawaaB7tics u cMctuHsaiarcsi aovr c imvimt V- v 



apcoBapiiT«fc8ofi KOMnpecam m 3KCTpyjMjt, 
noaic vcro rqpoi!3Boaim:a pu3Maau B amrc npH 
HH3KHX TeMDcpaiypax (KpnoncMHaa nyjibBqm- 
3anH9). . ^ t}-'fj ■ ■ -*%v. 

B CBponSiixdM naTcrcrc En-A-0.OJ2.5io 
onHcaxo naay^eHne M«KpoKancy^ uvtcm pas- 
^enm soii^c^pHMbix 4>d3 aeKapcrBCRKoro 
Bcmearaa iiJ;«poneAcKOM irae'im Eri-A- 
0.58.481 aaW aMcpviKaHCKONi naTeHTe US-A- 
3976071 oniicano nojiywesMc 

6Kopaanafajooufxca HMruiafmipveMbix aaeMCH- 

■^.■/^■^^^BOPiKTMX M3TpHU Ha OCHQB€ 

noaiwa^^icT^^SOT conojiaMcpa -fiaKTHflr.THko3H- 
;fla> ipa<ie " 



KCWHMHX OCHOBHHX COOTHt \; 

- JrexH0Ji6nnf mm^^m^Y^. 

mcrpioi nojia^pa mjih conoaHMepa, HaioaKjy- 
eMoro b xanecTBe hochtoiii, b opraHHqecxoM 
pacTBopuraic, a b oi\qao Keo6xoa»iMOCTM 
pacTBopenne caMoro /lexapcTBeHMoro BcinccTBa. 

-Apyrne TcxHoionnt, raxxe Bcaymne x 
o6pa36BanHi6 MHKpoKanc>'^ ilhi MHKpoc<t>ep, 
JtcnoflbayioT cnoco6u aMvabrHpoaaiiHa, npii 
otou ocHOBHan (|)a3a 3thx c/rocoooB 3amiKv^a- 
ctc« b uaayHCHHK 3mvjikhh Twna Macio b 
Boac Ha opramniccKoro pacrmipa noaMMcpHoro 
^aTepHaaa m Boaaoro pactBopa neimtia (cm. 
aMcpHfcaHCRuc. naTCHTw US-A-4384975 
3891570, 4389330, 3737337, 4652441 >cih 
M«flVHapoAB^o oaflBKy WO-'K)/ 13361). Oa- 
Haxo bo Bcex amx cay<iaax cneunanHcr 
nuHyx^eH pa3pa6arMBaTb oioxubie h TpyaHO 
oTOC MB a f^^ TCXHOJiorHit, nosBaisioaiKe Max- 
cmtt^o vM^witm. noTcpw axniBHoro nen- 
tkohopo 1 ^ea^ccTBa, o6^aaa»omero 
MCKaio^ncTeabHo xopciucif aoaopaci'BopH Mocrbio . 
nanpnMcp npcaycMa rpi*B;iK>iu»:c aBoiiHoc 
DMyabrHpoBaHMC. 

B nponiBOiiivm^cHOcrb ztom\ npoavKT no 
HJc6pc7ciinio naiyMaKxr apyni M . 6oaee tuaan- 
uihm cncicoooM. ripoayKT oiraacito M3o6pc*rc- 
hm«o no,T>MaKrr. cycncHanpyfl 

BoaoKcpacTBopiiMyK) caib ncnT.ua r patTBopc 
CmoaurHMccKH paxiaracMoro no.iHMcpa m BBoan 
cyfncH3HK> b BoaHwii pacTBop, npn^fM iwpa- 
3vctc9 aMvabciiM Twn3 '"Macao-B-Roae". 3aTCM 
aTy aMy.ibCMK) OTiicpa^aaiOT r.yrcM pa:i6aBacH;t« 
Hojumi (fvijhi, npii'fCM i)6p;t3yHnt-H MHKpnuja- 

|MKH. KOTOphIC OracVISWT. ^TU MHKpi)UjapHKH 

LWiepxaT BoaoHcpacTHopuMVK) coaii ncnriua m 
01 laicr 3;iMC.xiCMito nciiTM.i. Koraa itx cvxncn- 

.:»-;>»Or B BOaHOH CpCJC. NptJjyKr OT.IMMaCTCM 
TCM. CaMhIM TUK*£ 11 HO BHCUJIICMy BHJV Or 
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npaiyxiUB ooraacHo, HanpHMepv^arcHTy OPr 
flE-4023134. Dpa aroi* npoajTrm coniacHo 
H3o^pcrenHK) » c4>epnttecjcoft : ^pMe woryr 
Cm b ncw»fCH« c r 3a^H(^^kMwnHofi. - 
Bcawmwa ol>ejp^^ 

naayMCHiis 73^^ po^/ 
HanpiiMep, acopocTb TrepcMenjHoanMa. B cpaa- 
hcijmu c H3BecniHMk apoflyiCTaMH COAepXJHHC 
nenrttaitoro aeftcTByi^eco BerijeiTBa b aaaa- 
«rs ac mom nppflyKTe mokct 6hr^^ noDHmcHO, 
npMMCM B03M0JKH0 WepxaHHe ^«&iyiomero 
BcmccTBa b-.;.5, I0 r 20 h 6onee; muccobux 
npoucHTOB. ; ; : "'*."'" 

TaKMM o6pa30M t ocy^ecnwisi CHan&na 
npcBp;i:oe;-:Hc PO/iopacTBopHMoft <5wh nemaaa 
it caib nenniiui, HcpacrBopHMyio b Boae, b 

COOTBCTCTUMH C M3o6pCTCHMeM, i^CtfeUHajlHCT 

nciynaer bo3moxho<^ -BOcno^bidBaTbca pa3 r 
rumen P^tto^mox^ 

pacTBor>HTefl^ w ^S > H e ■ ^a^q|irinen^ 
Maraibaye^WMM >r,cno^bfc; \ .^Jf&^Z.:$ ; :' 
yKJ33HHMH cnoco6 crtmn^cr^r^, uxor 

a. eojopaci BopHMyio cojib ncriTHaa 4>opMy- 
-iw (l> npcBpamaror b uvib ncnT*aa. 

HCpaCTBOpHM>m b bo^c; 

b. n pM roTaBJi n bsk>t cycnewanio yKajaHHon 
cam ncrmuia, HepacTBOpHMOH b Bone, b 
opiaHMMccicoK cpcac, coaepxameft pacTBopeH- 
hwh b Heft nomiMepHbj& MaTcpHaji, no;uaio- 
uouioh oito.ionrvecxOMy p&ianxt hhk>; 

i*. yKa3aHHy» opraiiHHecxyio cycncH3Hio 
jHcncprHpywT b boahoh cpcac, o6pa3yiomefl 
HcripcpwBHyio 4>a3y naiyuacMOK b pwyjibTaTe 

d. yxa3aMH}To 3My,ihano nepeHocaT b 

M36bllOK BQAHOM Cpcm* U, RaXOHCU* ' OTA&lflJOT 

or *;ukow ({rati nc3JiyveHbwc tarHM o6pa30M 
MHKpoc4>epH t .^,4^/^/^ ^ ', 
HepBaa cvaaaa cnoco6a otctoht^^ 
npoiipo.uiaioT RaaopacTBopMMyio cojib ncnnuLi 
r caib nonTwiu, HcpacrBopHMyto e Boae. FIoj 
*'.»03opacTBopHMOM" cooibto noHMMaiOT M com, 
tKmit-Ki. ofcnaaaiomyio uacTBopwMocrbio b 
Bo.tc faibuieH iuh paBHoif 0,1 mv/mji npH 
25 C. r.pcanoMTMTCJibHo 6anbu;cw iuih paBHOH 

1.0 M ' / MJ1. 

Ho.* ' UCpaCTBOpifMOM b bo^c" caib*o 
iioNHM.iKiT co.ib ncrmua, ofaajatomyio pac- 
i-Bopnvj-Tbw r. Boac 6ortee hiiskoh m.ih pan ho m 
0.1 m m.i npn 2J*C. IlenTHaiibic co-nn, raienc 
k;ik ji.imout, TaHHaT, crcapnr k.ih iiaibMMTar, 
nrhi:».^.OT rroMy onpcaciciuifo. 

K KawccTbc 6nopa3,7;!rah3tucmc« nciHMcp- 
Horo Marcpnajia ltcno.ibayiOT nanw^aKTiu. 
nainr. cpnaiMMcp miviomhok it mmko- 

.'I OF- 01 1 K11CMOT. 

MrainOMTHTCHiHO HCnO.IhJOHaTb B KaUCCTBO 

iiiviMMjpnoro Ma-rcpHa,ia cono-iHMcpw miuom- 
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WW* H WHKOACBOfi KKCWT (PtpA> f . 

«<acTHocTM^conarimtcpbi KBt^ T^^l 

' - 55-10 moui/% 'smhub T^racancBoA KR6iarbi. 
B lumcctBe pacrBopBTCJia BtrfSpaHHc 
namMepHoro Mr.TepHajia HaiaTfe3yKrr Taku, 
opiBHHMecicirt pacTBopifTCTb, xaK t HanpHMe^ r 
m eTHvi&iixywpHa, bo BcaxoM cjiy Mac »ro iuvixeH 
6brrb pacroiwrt^ r HC BtflyiUMft cc6a k?J 
"pacrBopMTpjb" up oiHoiaeHMK> k cojh neimi- 
aa, >4epKHBacM0ft (bo B3BcmeHHOM cocroaHMH). 
b noiftHMepyjOM MaTcpHavre. 

ConzacMo M3o6peTeH«io, nooie o6pa30BaHi<a 
cycneH3VM yKa3aHH0ii co^h b opraHHMccKOM 
pacTBope nanKMcpHoro MaTepnaLna ^y cycnew- 
3hk> coemnuiorr c onpeaencHHMM KauwecrBOM 
BOAHoft cpcau f apea£TuansiK>mtik co6oft o6nmho 

^ y noBcpxHoWi 
aicTiiB«bro^^|a^ c ueJ ibio; : 

Tnna MacSd b bowc, npw "ttdm yicaaaKHaa 
8oaM£a cpeaa oiyxirr HenpcpbJBHow 4>33oh. B 
npuroroB^eHHit Takoii OMyabum yHacreyior 
pa3HOo6pa3Hbic ^aKropu, o6yciawiHBaiomMe 
pa3Mcp hjim crpyKTypy MHKpoctt>ep, ao^ynae- 
Mhix b pc3y^hTaTc 3Toro upouecca. Ojihh H3 

<t»KTOpOB t KOTOpHe CICiiyeT yMHTUBaTb - 

cKopoai* BBcaeHMa opniHMwencoro pacrsopa b 
fiojny>o cpciy, opyraM (fcaK-ropoM moxct 
ciy«jtrb TeMnepaTypa m,ih uuc ocopocrb 
ncpcMeoiMBawMa HJivf 3Htpnta flKcneprnpoBaH ia 
(c noMombio yjibTpa 3 ByKa/ , nocneaHWM (JxiKTop, 
b MactiiocTM, B.iHa,rr Ha pasMcp mhk|xv4m:p 
KOHeqHoro npoAyra. HpHMeneHMe Mcroixoi* k 
yoioBMM 3My^brnponamia, ccwtbctctbvioujhx 
npeoiej>CA#OM uam, b B03Mo.«HocTax cneuMa- 
/iHcra a aaicHoft o&uicth. 

B cnoco6e nojiyqeBaa yica3aKHofl 3M>vibCH>- 

MCUKCT 6bTTb T3KJKe BUPOiTHblM H3MCIieHHt 

o6beMHoro loothoiiickm» cocraanaiouiHY cc 
(t»a, a hmchho yMeHbiDCH^e HaMa.»h-;oro 
ofn»CMa opraHHMCCKOH 4?aiw no othcuichitio i; 
Haua-ibHOMy o6bCM>- BoaHOM 4*a3M. B oaiiovi 
m.i cviyqacB, 6^aroaapa .ictv^citm Hcno.ib3vc- 
mmx opraKHMCCKHx pacTBopiiT^ciK HanptiMcp, 

MCTM.lCHXvlupH.Sa. 2JIK MOXCCT 0K333 i bi fi 

aocTaroiiHMM iicimpciinc, ciiohtuhho 803miKa- 
loiiicc npH ncpeMcuiHBa:fH»; n jpynix &iytia<ix 
mo^.ho ycxopHTb xcciacMMii npouccc nyTCM 
•iacTMHHoro RhiriapiiBaunH npu hohmxchhom 
.aas.iciiHti. 

Iltcic o6pa:i.»BaHM« l tomkoh dm>;i^:im 

riOC.lC.lHMM ncpCMOLMTCM K H.if)! .JTOMHOC tCO.KIMC- 
0'BO MVtHOM CpC^bl, ii6|h>1HO M0.1W. 

Ucibic JToii oiop;;i;iui «;ohotih vcimciihc 
orRcpxacHiisi japoziwincHNx MiiKpiK^op. oopa- 
uiKaB'u;:xcM s .im> ibcnu. iivtcm mjh.icmchhh 
omic np.:cyrcTByHmi::iv h yxaianHhix mhkixv 



ti|>CpgtX 
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opraiinwecKoro pacTBopirrcna. 3ra 
oncpaijHH mmcct TaKxe ucnuo G^WapraeBBm 
yaxiciiHc cme Huetoumxcfl oieAOB- 
; cTHOrajCTHBHoro BCutecTB3, ;V!:Ki^b|^^ 

Te/ibHOM 3aTBepaeBaiow. Qtmcthm/ vro BjSoa 
hc HBJiwcTca pacTBOpMTe^ew kbk juw naiHMep- 
Horo 6nopa3-iara>jmcrocn Marepnajia, xoroptzM 
moxct 6brrb, Hanpinnep, PLGA, rax k $nsf 
cam jjiejmua, caacpxameKCB b yica3aKHHX - 
MHKpoctiepax. 3ra cirryauMa coorBCTCTByioiztiiM 
oGpaaoM cnoco6crByeT Heo6xoaifMOMy H3Euie<ie- . 
hhio ocraTOMHoro pacrBOpMTana noriHMcpa, 
HanpHMcp CH2CI2. 

Ylocnc nepcHcceHKfl yica3aHH0H OMy/ibCMH 
b ii36biTOK BOiiHOH cpeaw, or6HpaiOT OTaepac- 
jcHHue MMKpoc4>ephi c noMommo H3Becntux 
MercmoB, HanpHMcp, ucfrrpH(|)y rH poBa hhcm , 




I TC pCM CM HB3H HH C 
CyOICHBHH. 

«jo 3areM BurpyauuiH 
),075%-Horo pacrBopa 
Bone, nocne hcto b 
ptHH np»i TeMncparype 
jruiecTBJisLriH nepevfeuiH- 
nepCMeaiMBaHHsi: 900 
cocTOsmm juyjibcmt 
aocb, b cpcancM Kaxauc 

npo6 H KCOlCAOBaUHS 

noa mmk pocKonoM . 
riooic OKOHMaHH» nepcMCuiMsn hhb (cra6n- 
^tuauHH yMeHbmeaMii paaMepoB wnKpoccfccp) 
yica3aHHaji aMyabou 6bcia nepoHcccHa a oaim 
npHCM b 2 n 3oaw,_nojwepxHBOCMOH npn I0°C, 
h nonyMeHKafl cwecb nepCMeiuHBanacb ao 

CWHOpO^HOrO COCT08HH5I. 



1 TWCHHC ; OKOAO 

OKpyKarometf Cj 

BSHHe CMeCH 0 

o6/mhh). M3MCH1 
nepHoaH«iecKH npoj 
30 mhh, nyreM 
noflBHBaraxca mhyi 




(JwibTTWUHCft ^ 8£A ^bUlM OTaOKCHbl or 

K)T T3KXC npOMMBKy, 6*IHCrKy H jfc}^^ CMCOP^ H OWMOICHW nyTCM 



OaHHM 113 npcuMytuecTB cnoco6n v &rnacHO 

H306p6TC I7HK) SBJI5ICTC9 TO, HTO OH rT03BCWUICT 

naivMaTb MHKpoat>epbi c ynpaB^iflCMbiMH c 
TOMHocTbK) pa3*i.;paMH t DTo ynpaHaeHHc B 
ochobhom ocyiuccTB-nHCTCa b npoucccc naiy we- 
ft:! a JMY.lbCHH, H.inpHMCp CKOpJCTblO nepCMe- 
UJMBaJCHM. HpyrHM npCHMVIUCCTBOM flB-TUCTCfl 

HcicifciMTenbHO BbicoKoe Hano.iHCHHC nermioa- 
mh, Koropoe cnoco6 no3BOvi«cr nunyuarb 5,10 
mlih 20 muc.% h fxxice, b pa^iMfHbix ciynaax. 
KpoMC Toro, Bbixox onepaumt BscaeuKa 
nenTH^a m-im coin ncrmua iiacnomir&ibBO 
bciuk, mto aocTHratrrcfl 6/iarojapa npeaBapw- 

TtMbHOMV npCBpCilUCKHK) BOJOpOCTBOpHMOM CO- 

.ih ncriTM^a b co^ib neirnua, HCpacrBOpHMyto 

B BOJC 

MnKpoc4>cpbi. naryicHHbic cnoco6oM co- 
macHo >t3o6psTeHHK> H3 BbiiucyKaaaHHbix 
mirpcA»CHTOB t b iianbHeHiucM Mcnojih3yiOTai, 
nocie cooTBeTCTByioiueft CTepmiM3autiH T jlia 
nprtroTOB/iemtii cycncH3HH, npcaHaainmeHHbJX 
xiH napcHTcpa^ibHoro bbcjchhm. HanpHMcp, 

nVTCM BHVTpHMhlUJCMHhiX HIM riOdKOJKHWX 

Ilpitwcp \ . 3 1 amrnrra aHa;ioni LHRK 

(tWp.MV.lbi 

Ac-D-NaI-D-pCl-Phc-D-Pai-Scr-1 yr-D-Cii-Len- 

Agr-FVo-D-Ala- NH: 
OM.iH npcupiitucHW u cooTB CTcr n y h > u 1 tiii na.MoaT 

C !(OMOlHI»IO H.mCCTHblX MCTO^tlH M OOp.iOOl H1J 
TJKMM (lUpa.JOM, »(TO 6w.T» IUV1>*ICMIJ MttC^MUN 
CO L*p**.TMH Mil pa3MCpaMVI OKO.'IO 19 MKM. 

1 IpiM'ivroB.iCHa tvcncn.iiiw 0..)i7 r vKaaau- 
iioro ii.iMoara n 1,683 r PLO A 75:23 
ii 20 m.i tCHaCh. uucp-v.aiiKU h pac rnopciuiOM 
biuc 1.683 r cono.iMMCpa kmc.iot miviowhoh 
-!">. L h r.THKOJiCHoii ( P [ ,C A > 7.5:25 Im;vl%'. 
c:iocTHciiHau HH3Kocrb 0.82 » HRJM. Cmcluu- 
Hahiir ix'yiuccTH.ivuoch npn revneparype ok- 



MBoroKpa-rHoro ueBTpH^yntpoBaHUu nncpo- 
Meoixy c npoMbiBKpfi bojoh, 3areM <mt»L*bT- 
poBaHbi m npocymeHbj npH iiohhxchhom 
iiaBjicHHM. Bhuo co6pano Taxh*i o6pa30M 1 ,61 
r (Bwxoa 80%) MHKpoc<J>ep PLC A, coaep^ca- 
iuhx noaee 94% <*acruu jHaMCTpoB mchcc 100 

MKM (55-85 MKM MaKCHMXIbHOK 

AHa.lH3 (paCTBOpCHHC MaCCbl PLGA, M3B^C- 

hchiic h oupcAaiCHHC nennua c noMombio 
HPLC) noKa3aa, uto coaepxHMoc b mmkoo- 
cc})cpax naMoara cocraBJi«CT 9,05 nuic.% 
(pacMCTiioc coiicpxaHMc: 100%). 

no-nyweHHhic TaiciiM o6pa30M MMKpoc4)cpw 
6bi.iH 3aTCM noaBcprnyTN CTcptf.nuauuH him- 
Ma-iixiyMCHMCM h H3 hhx 6u.Mi o6pa30BaHa 
cycneH3Hfl b cneuHajibHOM crcpM.ibHOM hocm- 
Tejie. McnbrraHMfl in vivo (onpcacioHHC 
coaep^caHHa TccTocrepoHa b Kposu \ Kpwc 

CaMUOB) nOATBCPAHAH paBHOMepHOC HbUCMCHHC 

3KT«BHoro BcmccTsa. 

FlpMMcp 2. HeucrBOBaaH raK xc, xaK 
onwaiHo bhuic b npHMcpc I. ncYtoibjyii 0,634 
r naMoaTa aHa.iora LHRH na 1,366 r PLGA 
75:25. 

Mmkpoc(})cph PLGA: 1.70 r 'bwxcu 85%). 
Co.icnxaHHC nanriHoiv iianaiiiMTLM» 
18,3% (paciCTHoc: 2l)%). no.nyMCMMbi'c t;ikhm 

i>6pJ30M MHKpCitvpW HM.1I! .K1TCM noaBCpril\ T!U 
CTCpH,TH3ail«M ItlMMH-H J.iyML'lHCM VI 113 Mil X 

ohua upumTOB.Tcua cvciicm3m>* r oicmia.iMioM 

CTCptl.lMIOM HiKlfTLMC. M.CMWKlHH« ill I'ivo 

(onpoc-TCMH^ cojl'P^.ihh',1 aHXiora n thiHOfRir- 

VC K^BH V KpMC CaMUOH» HiUTHCpX.iaMT 

par.iiOMcpMOc BwacacHMC C5»!iuoniMa"Ki! ;iH;iHn- 
Moro Ko.iM*(CLTBa aKTMHMOi\> Hciuccrua nti 



Mcpc 



MCM»>UIC» 

")nt pcjy.ihraTw 6u;i 
raK^.c ana;nuaMii ;ia6nT!w.\ 



tcichik: 24 c\t 



i iioaTHCp^acniti 

4CIRCITHMX MLplM 




30 cyr.: noritpr^iieca ' wpn^mn^w^ 
TIpHMep 3^ 



Hcnaib30BaHao< 3 r auexara atKLioni 

Ac-D-Nal-D-pClTPhc-D-Tr^er-Tyr-P-Cit 
-Arg^Pro-D-Ala^ NH2. 

^ " OOPMY/tA; H30BPETEHHH 
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flocae npcapamcHHfl otopo aucTara o 
com licit, j ay wuutft naowaT m onepauwA ncpe- 
pa6oTKH ( onncaHHux b npiiMcpc I f 6u,ih 
* naiyMeHu MMKpoc4>cpbi H3 nariHMcpHoro MaTc- 
piuuia, HKCfoium tc ;kc xapaKTcpHCTHKH, wto 
h npeauayniise. 



1. KoMno3«UMfl it 4»pMe MHKpocc{>ep A^fl 
nponoHnipoBaHFom h KOHTpcuwpycMoro bucbo- 
6oxachh» n c itt Mil h ore /ieicapCTBCHHoro aenie- 
crBa, coaepxamas HepacroopMAiyio b eoae cam* 
naMoaTa, TaunaTa, creapara hah na^MHrara 
nermua h 6Hnr^3rarajoiuuftcH naiuMep, co- 
AcpxaiirM ^cvifr^^ khcjiott^ 

HcnonbayicrT a^HHefme <Jx>pMy;iH 

A^D-Na^D-pClPhe-R 3 -Ser- 
Tyr-D-Cit-Leu-Arg-Pro-D-Aia-NH2, 
r.ic R 3 - D-Pal hah D-Trp f 
iipMMCM KOJiimccTBo cojih nermma cocraaraeT 
no MCHbuieii Mepe 5% or Maccu 6Hopaxiara- 
w me rocs no^HMepa. 



2. Kommmmuh* no n J , omAunaromaucM 

TCM, MTO COnOuIHMJp HJ VO.TOMHOM H mMKOu'lC- 

BOti khciot n peseta bji«ct co6ok conoaHMcp if 3 

L- HAH D f L-MOJIOMHOH MtCTIOTH, COaCpxaiUCH 
45-90 MO.1.% 3B£HbCB MQAOMHOM KHCJIOTU H 
55 - 10 MCfl.% 3BeHbCB r^HKOJieBOM KMCIOTM. 

3. KoMno3imMii no nn.l h 2, omjuiKcuo- 
Waxes tcm, mto b Bnae MHxpoafep OHa 
coAcpxHT b KaiecTBe cojih iienTH^a naMoaT, a 

COnCJIHMCp MOAOMKOH M ntHKCuTCBOH KHOIOTb* 

HaxoaHTCfl b MonapHOM cooTHomcmiH 75 : 25. 



Ta6n wqa 



CPOK (KOJIMMeCTBO CVTOK) 


OnDefleneHne coflepwawifl nenTwaa (Hr/Mn) 


0+3 M 


47.1 


1 


48.9 


2 


52.2 


3 


46,9 


6 


50.4 


8 


40.1 


10 


42.1 


14 


29.8 


16 


33.5 


20 


33.0 


24 


25.6 
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